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Neutrokine-o
1 AMTTCAGGATAACTCTCCTGAGEGETEAGCCAAGCCCTRCCATGTAGTGCACGCAGGAC 60
61  ATCAACAMGACAGATAACAGGAAATGATCCATTCCCTETGGTCACTTATTCTAAMGECC 120

171 CCAACCTTCAAAGTTCAAGTAGTGATATGGATGACTCCACAGAAAGGGAGCAGTCACECC 180
1 MDDSTERTEG® QSR RL 12

181 TTACTICTTGCCTTAAGAAAAGAGAAGAAATGAAACTGAAGGAGTGTGTTTCCATCCTCE 240
3 TsSCLKKRETEMEKLEKETCVYSTILEP 32
CD-1

241 CACGGAAGGAAAGCCCCTCTETCCEATCCTCCAAGACGGAAAGCTGCTEECTECAACCT 300
3 R KESPSVRGSSKDTGEGIKTLLAATL 52
CD-1

301 TECTGCTGECACTECTETCTTECTECCTCACGETGETGTCTTTCTACCAGGTGECCGCCE 360
52 L L ALLSCC CLTVVSFYQVAATLT72

361 TECAAGGGGACCTGECCAGCCTCCGERCAGAGCTGCAGBECCACCACGCRRAGAAGCTEC 420
3 0GDLASLRAELG GG GHTHATETKTLP 9
CD-11

421 CAGCAGGAGCAGGAGCCCCCAAGGCCGGCCTGGAGGAAGCTCCAGCTGTCACCGCGGGAC 480
93 AGAGAPKAGLTETEAPAVYTASGIL 112
CD-III
# .

481 TEAAMATCTITGAACCACCAGCTCCAGEAGAAGGCAACTCCAGTCAGAACAGCAGAAATA 540
113 K I FEPPAPGEG GNSSQNSERNK 132

E11  AGCGTGCCGTTCAGGGTCCAGAAGAAACAGTCACTCAAGACTGCTTECAACTGATTECAG 600
33 RAVQGPETETVTQDCLOQLTIATD 15

CD-1v
FIG.1TA
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Neutrokine-ot

ACAGTEAAACACCAACTATACAAMAAGGATCTTACACATTTGTTCCATGECTTCTCAGCT
S ETPTIQK®GSYTFUVYEPWLLSE
CD-V

T AMAAGEGOAAGTACCCTAGAAGAAAAAGAGAAT AMATATTGETCAAAGAAACTGGTT
K RG6SALEEEKTENEKTILJVEKETS®GY
CD-V CD-VI.

ACTTTTTTATATATEGTCAGETTTTATATACTGATAAGACCTACGCCATGGGACATCTAA
F FI1YGOQUYLYTDIKTYAMGEGHLI
CD-VI ' ' CD-VIT

TTCAGAGGAAGAAGGTCCATGTCTTTGGGGATGAATTGAGTCTGGTGACTTTGT TTCGAT
Q R KKV HVFG@DELSLYTLFRTE
CD-VII CD-VIII
. . # . . .
GTATTCAAAATATGCCTGAAACACTACCCAATAATTCCTGCTATTCAGCTGGCATTGCAA
I Q NMPETLPNNSCYSAGTAZK
CD-VIII Cb-IX

AACTEGAAGAAGGAGATGAACTCCAACTTGCAATACCAAGAGAAAATGCACARATATCAC
. FEGDELOLATIPRENARQQTISHL
- CD-X

TEGATGGAGATGTCACATT T TTTGETECATTGAAACTECTGTGACCTACTTACACCATGT
DepbvVTITFFGALEKLL
CD-XI

CTGTAGCTA; I IL,CTCCC.l TTCTCTGTACCT LIAAGAAGAAAGAATCTAACTGAAAATA

CCAAAMAAAAAAMAAAAAAA 1100

FIG.1B

660
172

720
192

780
212

840
232

900
252

960
272

1020
285

1080



REPLACEMENT SHEET

3/22

ASeydie BuLodIneN
pydie suLyoJIneN
puebLised

B39q17

231944NL

eyd [ANL

ASeydle suLMo4InaN
eydie auLMoUINaN
puebLised

e19q1]

218G 4NL

eydie4ANL

Aseyd|e auLyoJinsn
pydje SuLqOJINSN
puebLse

e18qL]

e3004NL

eyde4nl

HS..

w—JAJIJH

E3ACGYINHSILS

01

Il

85
84
09
el

0€

! — v — i



REPLACEMENT SHEET

4/22

Aseyd(e suLoJdinay
pyd|e BULMNOJINBY
puebLsed

213417

219Q4NL

eyde4NL

ASeyd|e suLdoJinsy
pydie suLyoJansy
puebLised

B1eqll

e1eqiNL

eyd|eANL

ASeydje auldodinay
pydie suLyoJdaney
puebLsed

e38ql]

213q4NL

eyd|e4NL

| T Jaga

V) = Ll

ED<P—H

xm-mmwoﬁmp>

=4

o Jd >

P < 9y

wmztmumJH
H .

OOH

rayg!
81
8l

16

99
16

811
811
0¢1
a9
|87
99

88
g8
06
et
23
8¢



REPLACEMENT SHEET

5/22

Aseydie aulyoJInaN
pyd[e auLqoJInoN
pueb L]se4

eleqll

R13QNL

eydieANL

ASeudpe suLjoJineN
pydie aUL{OJINBN
puebLised

e13ql

218G 4NL

eydjedny

Aseydie aulyodInaN
pydie suLyoJINBN
puebLised

213411

R18QINL

eydie4NL

- m>>—¥@mm
mmpumommm¥H<

10

1A

Bis

LASHDD
Agdssl

h

> 1 DER 4./

IEO

L0¢
9¢¢
474
ZA!
or1
191

a8l
¥0¢
002
Tl
gll
eVl

adl
74"
[74)
¥Il

68
14y



REPLACEMENT SHEET

6/22

Aseydie suljoJlnay
pydje sulyoJInaN
pueblised

212417

R19Q4NL

eyd(edNL

Aseydie auljoJinay
eyd|e sutiodInsi
puebLSES

e128ql

-233GANL

eydjeANL

ac¢'old

452
yLe
22
bEe
96T
€22

522
vz
e
102
997
518



REPLACEMENT SHEET

7/22

ININI-107d ALMIGYB0¥d 30¥HuNS =

A
TI0M-NOSIAVP-X3ONI JINZOULNY &=

7INHIS-SNTdYYY-SNOIOY 18131 =
GYIENISTI-SNOITY JHIVAHANY V138 &
9HIANISTI-SNOIOZY JHIYAHAAY VAW =

SU00M-ddOH-107d ALDIBOHA0OAH ©

TILN00A-ILAN-101d ALUDTHIO¥MA =

NOSBOY-HIINYYI-SNOID3Y 1100 &
NYIWSY4-NOHI~SNOIOTY “NiNL =

NOSB0Y-YINYYI-SNOIOTY NNl =
NYASY4-NOHD-SNOIAY VI3IE m
NOSEOH-YIINUVI-SNOIORY 'vi3g =
NVISY4=NOHO~SNOIORY ‘YHdTY =
NOSE0Y-YIINYYI-SNOIDFY ‘YHJTY =

087 owmoﬁ 022 002 om_ 091 Ol 0z} 001 08 09 0. 0

0=INIMOYLAIN



REPLACEMENT SHEET

8/22

1 50
HSOAD55R  ......... A GGNTAACTCT CCTGAGGGGT GAGCCAAGCC CTGCCATGTA
HNEDU15X . ..AAATTCA GGATAACTCT CCTGAGGGGT GAGCCAAGCC CTGCCATGTA
HSLAHBAR .AATTCGGCA NAGNAAACTG GTTACTTTTT TATATATGGT CAGGTTTTAT
HLTBMOBR AATTCGGCAC GAGCAAGGCC GGCCTGGAGG AAGCTCCAGC TGTCACCGCG

51 100
HSOAD55R GTGCACGCAG GACATCANCA A..ACACANN NNNCAGGAAA TAATCCATTC
HNEDU15X GTGCACGCAG GACATCAACA A..ACACAGA TAACAGGAAA TGATCCATTC
HSLAHBAR ATACTGATAA GACCTACGCC ATGGGACATC TAGTTCAGAG GAAGAAGGTC
HLTBMOS8R GGACTGAAAA TCTTTGAACC ACCAGCTCCA GGAGAAGGCA ACTCCAGTCA

101 150
HSOAD55R CCTGTGGTCA CTTATTCTAA AGGCCCCAAC CTTCAAAGTT CAAGTAGTGA
HNEDU15X CCTGTGGTCA CTTATTCTAA AGGCCCCAAC CTTCAAAGTT CAAGTAGTGA
HSLAHBAR CATGTCTTTG GGGATGAATT GAGTCTGETG ACTTTGTTTC GATGTATTCA
HLTBMOS8R GAACAGCAGA AATAAGCGTG CCGTTCAGGG TCCAGAAGAA ACAGTCACTC

151 : 200
HSOAD55R  TATGGATGAC TCCACAGAAA GGGAGCAGTC ACGCCTTACT TCTTGCCTTA
HNEDU15X TATGGATGAC TCCACAGAAA GGGAGCAGTC ACGCCTTACT TCTTGCCTTA
HSLAHB84R AAATATGCCT GAAACACTAC CCAATAATTC CTGCTATTCA GCTGGCATTG
HLTBMOSBR AAGACTGCTT GCAACTGNTT GCAGACAGTG AAACACCAAC TATACAAAAA

201 250
HSOAD55R  AGAAAAGAGA AGAAATGAAA CTGNAAGGAG TGTGTTTCCA TCCTCCCACG
HNEDU15X AGAAAAGAGA AGAAATGAAA CT.GAAGGAG TGTGTTTCCA TCCTCCCACG
HSLAH84R CAAAACTGGN AGGAAGGA.. ... GATGAAC TCCAACTTGC AATACCAGGG
HLTBMOS8R GGCTCCCTTC TGNTGCCACA TTTGGGCCAA GGAATGGAGA GATTTCTTCG

251 300
HSOADS5R  GAAGGAAAGC CCCTCTNTCC GATCCTCCAA AGACGGAAAG CTGCTGGCTG
HNEDUL5X GAAGGAAAGC CCCTCTGTCC GATCCTCCAA AGACGGAAAG CTGCTGGCTG
HSLAHB4R GAAAATGCAC AATTATCACT GGGATGGAGA TGTTCACATT ITTTGGGTGC
HLTBMOBR TCTGGAAACA TTTTGCCAAA CTCTTCAGAT ACTCTTTNCT CTCTGGGAAT

301 : 350
HSOAD55R CAACCTTGNT GNTGECATTG TGTTCTTGCT GNCTCAAGGT GGTGTTNTT.
HNEDU15X CAACCTTGCT GCTGGCACTG CTGTCTTGCT GCCTCACGGT GGTGTCTTIC
HSLAHS8AR CATTGAAACT GCTGTGACCT NCTTACANCA NGTGCTGTTN GCTATTTTNC
HLTBMOSR CAAAGGAAAA TCTCTACTTA GATTNACACA TTTGTTCCCA TGGGTNTCTT

351 400
HSOADBER  » oo vvevers eranvenmece snmenecors soassoesos sssosonsos
HNEDUL5X TACCAGGTGG CCGCCCTGCA AGGGGACCTG GCCAGCCTCC GGGCAGAGCT
HSLAHB4R CTNCCTNTTC TNTGGTAACC TCTTAGGAAG GAAGGATTCT TAACTGGGAA
HLTBMOBR AAGTTTTAAA AGGGGAGTGC CCTTAGGAGG AAAAGGGGAT AAATATTGEC

FIG.4A
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HSOADBER o totieieis eemeevmcs meneenaaas araeeaaae seeaaaeas
HNEDU15X GCAGGGCCAC CACGCGGAGA AGCTGCCAGC AGGAGCAGGA GCCCCCAAGG
HSLAHB4R ATAACCCAAA AAAANNTTAA ANGGGTANGN GNNANANGNG GGGNNGTTNN
HLTBMO8R CAAGGNACTG GTTANTTTNT AAATATGGTC AGGTTTNTAT ANCTGGTAGG

HSOADBER oo ieeeins veereeacnns orernanans sossnsnsen sasuaeires
HNEDU15X CCGGCCTGGA GGAAGCTCCA GCTGTCACCG CGGGACTGAA AATCTTTGAA
HSLAHB4R CNNGNNGNNT TTTNGGNNTA TNTTNTNNTN GGGNNNNGTA AAAATGGGGC
HLTBMOS8R CCTCGCCATG GGCATTNATT CANGGNGAGG NCNNTCTTTT GGGNTGA..

T S
HNEDU15X CCACCAGCTC CAGGAGAAGG CAACTCCAGT CAGAACAGCA GAMATAAGCG
HSLAHBAR CNANGGGGEN TTTTT. e u' enrnnnnnne cneennnnne sennnnnsns
HLTBMOBR - veonv s eanmenmeae weeeeeann conesnnene cneeneeens

HSOADBER - v v v e e eieeeeee oeeee aaanannns o
HNEDUI5X TGCCGTTCAG GGTCCAGAAG AAACAGTCAC TCAAGACTGC TTGCAACTGA
YT S
HLTBMOBR v aeennnenes e e e

HSOADBER o ivvteees evmvmranan somsananne somcmsosin saonsoeos
HNEDU15X TTGCAGACAG TGAAACACCA ACTATACAAA AAGGATCTTA CACATTTGTT
HSLAHBAR ..t iiitiie vienretane sonnseanne sonmeansene soaneannns
HLTBMOBR .. vvivieee tneenrennn senvenrane sonmonnnos

..........

HSOADBER i vievens ceeamcosns semrannnas sacmsassns conennunns
HNEDU15X CCATGGCTTC TCAGCTTTAA AAGGGGAAGT GCCCTAGAAG AAAAAGAGAA
HSLAHBAR .. iiiiies veerevnres tamaneaas tameersens caeie s
HLTBMOBR it vvitint vieemeenes ctmmmnnen saneeenns sanenanans

HSOADBESER v vevsieves teevnnnens movmcacnse sameecacns sosasnssos
HNEDU15X TAAAATATTG GTCAAAGAAA CTGGTTACTT TTTTATATAT GGTCAGGTTT
HSLAHBAR .. iiiities ieiteneias tnrnnnane cesnsennas sanasaanns
HLTBMOBR .t ieiiinr cevencores seemnnnene mvessnsnse aensannnas

HSOADBER o ieveiie meveemace tenneane seeaiaes tasaaeeas
HNEDU15X TATATACTGA TAAGACCTAC GCCATGGGAC ATCTAATTCA GAGGAAGAAG
HSLAHBAR .ottt itis ceieraas iiiieiane feeeaeaaes aaeeaaaaa
HLTBMOBR .ot iiiies cieeerocas nmmsnnenan socecacnns sonsansnns
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HSOADBER o oo veteees eveenmenss sasannonas soosnannns socnsannns
HNEDU15X GTCCATGTCT TTGGGGATGA ATTGAGTCTG GTGACTTTGT TTCGATGTAT
HSLAHBAR oo ieteier venenonane temnmenas eoasnsans sanennons
HLTBMOBR o oievens veemsenecs tncmsmnnns sononnmnne sosenusons

HSOADBER o vovevevve weeenfonnn nonmonsnns soomeanane sanesosens
HNEDU15X TCAAAATATG CCTGAAACAC TACCCAATAA TTCCTGCTAT TCAGCTGGCA
HSLAHBAR o ivvveees mneveeares sameansnss taotnosonns soooannnns
HLTBMOBR oot vsvees nenennnen sosananans consannnan socosnanes

HSOADBER v vt eeces wsnesaenss srmemunces sorensunnn somecncens
HNEDU15X TTGCAAAACT GGAAGAAGGA GATGAACTCC AACTTGCAAT ACCAAGAGAA
HSLAHBAR o oieeie teicicnncs Sevasaensns sasnosanns sormanonns
HLTBMOBR o ovvevevns tamsnnnnece semranenns saneananas sooscannse

HSOADBBR v it eveens savmcmnces tosanennss sosnananns sossonosns
HNEDU15X AATGCACAAA TATCACTGGA TGGAGATGTC ACATTTTTTG GTGCATTGAA
HSLAHBAR oo ieviies cieeevnsan senmnmonss socnmsmaes soosesonon
HLTBMOBR & v vievies snmemevacs tomsnnnone soanosneas soesnsasos

HSOADBBR v it cemens seveeecans tannnnnsss sosnessnns mxssvnonse
HNEDU15X ACTGCTGTGA CCTACTTACA CCATGTCTGT AGCTATTTTC CTCCCTTTCT
HSLAHBAR oot i ittt teeievenas sosnnasass sasannenns soosacnnns
HLTBMOBR oot iivies cevevnnne sonsmsnnss sasnssenee stnsasanas

HSOADBBR o oo iiiies cenvaecosn asavansnss tocvonnnes ssasocanns
HNEDU15X CTGTACCTCT AAGAAGAAAG .AATCTAACTG AAAATACCAA AAAAAAAAAA
HSLAHBAR o tteiis teeveancns cnmnenonas srmsnnmnns coneneons
HLTBMOBR  tvveeiiis temeances smemasenns convonanns coensnsnns

HSOADS5R  ......
HNEDU15X AAAAAA
HSLAHB4R ......
HLTBMOSR ......

FIG.4C
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Neutrokine-oSV

ATGEATGACTCCACAGAMGEGAGCAGTCACGCCTTACTTCTTGCCTTAAGAAAAGAGAA
I MDDSTERTEQ QSRLTSCLEKTEKT RE

[t

61 GAMTGAMACTGAAGGAGTGTGTTTCCATCCTCCCACGGAAGGAAAGCCCCTCTGTCCGA
51 EMKLKETC CVSTILPREKESTEPSUVR
D-1

121 TCCTCCAAMGACGGAMGCTECTGECTGCAACCTTGCTECTGECACTGCTETCTTGCTEC
11 S S KDGKLLAATLLLALLSCEGC
D-1

181 CTCACGGTGéTGTCTTTCTACCAGGTGGCCGCCCTGCAAGGGGACCTGG&CAGCCTCCGé
61 L T ¥V VS FYQVvAALOQGDTLASTLER
CD-II

211 GCAGAGCTGCAGGECCACCACGCGEAGAAGCTGCCAGCAGGAGCAGEAGCCCCCAAGECE
81 AF L QGHHATETZKLGPAGAGAZP KA
CD-11 R CD-1I1

301 GGCCTGGAGGAAGCTCCAGCTGTCACCGCGGGACTGAAAATCTTTGAACCACCAGCTCCA
01 G L EEAPAVTAGLIKTITFEPPATP
CD-III
# .

361 GEAGAAGECAACTCCAGTCAGAACAGCAGAAATAAGCGTECCETTCAGGETCCAGAAGAA
21 GEGNSSQNSRNEKRAUYQGTPEFE

421 ACAGGATCTTACACATTTGTTCCATGRCTTCTCAGCTTTAAAAGGEGAAGTGCCCTAGAA
141 TGS VYTFUVPWLLSFKRGSALE
CD-1V

481 GAMAAGAGAATAAAATATTGGTCAMGAAACTGGTTACTTTTTTATATATGGTCAGGTT
61 EKENKTILVKETGYFFTIYGAQV
CD-1V . DV

B4l TTATATACTGATAAGACCTACGCCATGGGACATCTAATTCAGAGGAAGAAGGTCCATGTC
8 LY TDKTVYAMGHLTIO QREKTEKVYHV
CD-VI CD-VII

FIG.5A
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Neutrokine-oSV

601 TTTGEGGATGANTTGAGTCTEGTEACTTTGTTTCGATGTATTCAAATATECCTGAAACA 660
0l FG&DELSLVTLEFRGCTIOQNMEPET 220
CD-VIII CD-VIII

661 CTACCCANTAATTCCTGCTATTCAGCTGECATTGCAAACTGGAAGAAGGAGATGAACTC 720
221 L P NNSCVYSAGTIAEKLEEGDETL 240
CD-1IX CD-X

721 CAACTTECARTACCAAGAGAAANTECACAMTATCACTGGATGGAGATGTCACATTTTTT 780
41 O LAIPREMNARQTI-SLDGDVTFF_ 260

CD-X CD-XI

781 GETGCATTGAMCTECTETGACCTACTTACACCATGTCTGTAGCTATTTTCCTCCCTTTC 840

261 6 A L K L L 266
CD-XT

841 TCTGTACCT('JTAAGAAGAAAGAATCTAAC'-TGAAAATACCAAAAAAAAAAAI—\AAAAAAAAA 200

901 AAA 903

FIG.5B
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—a— [L24+SAC
—a— BlLyS+SAC

lll L] 11 ll‘

lll Dll
10-2 10-' 100 10! 102 100 104 109

Concentration (ng/ml)

FIG. 9A

—a— anti—igM only
—s— anti—IgM+IL2 (100 ng/mi)
—v— anti-IgM+BLyS (100 ng/mL)

|
1.0

I I 1
10.0 100.0 1000.0
anti-lgM (ug/mi)

FIG.9B
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